Drs. Cimminiello and Milani present an interesting review of the literature on the efficacy of aspirin in preventing cardiovascular disease in diabetic patients. They underscore the lack of substantial evidence that diabetic patients with peripheral arterial disease (PAD) may benefit from the preventive effect of aspirin on cardiac and brain injury which has been observed in other high-risk subjects. They point out that prophylactic therapy with aspirin may be somewhat less efficacious in diabetic compared to non-diabetic patients as far as coronary events and stroke are concerned, and emphasize that in diabetic patients with PAD, aspirin does not appear to give any protection with respect to limb ischaemia.
It is true that collecting data from a population of diabetic patients without distinguishing between subgroups such as insulin-dependent and non-insulin-dependent diabetes mellitus and between patients taking insulin or not may affect the significance of the results. Moreover, any report on the prophylaxis of cardiovascular disease in diabetic patients should take into account their blood glucose and/or glycated haemoglobin levels during the follow-up period. Indeed, recent epidemiological studies have stressed the importance of different levels of metabolic control in conditioning the development of macrovascular complications in non-insulin-dependent diabetes [1] [2] [3] . Also, meta-analytic studies are hampered by the different dosages of aspirin employed in previous studies. This may be even more important in a diabetic population, in which, as recently noted by Yudkin [4] , because of increased turnover of platelets higher doses of aspirin may be necessary to achieve the same levels of thromboxane inhibition as in non-diabetic patients.
Many antiplatelet agents are currently under investigation, and preliminary results are good. The GPIIb/IIIa receptor plays a crucial role in platelet aggregation and platelet thrombus formation [5] . Prospectively, the evaluation of anti-GPIIb/IIIa therapy in man may be an exciting step [5] . In the near future, very interesting results may derive from clinical trials on two compounds, ridogrel and picotamide, which combine blocking of thromboxane synthase and the thromboxane receptors. After myocardial infarction the incidence of new ischaemic events during hospital stay has been reported to be lower in patients treated with ridogrel compared to those treated with aspirin: this would be the first demonstration of a drug functioning better than aspirin in such patients [6] . Picotamide has been found to be only slightly efficacious in non-diabetic PAD patients [7] , whereas in diabetic patients it prevented about 45 % of expected cardiovascular events, a brilliant performance if it can be confirmed [8] .
Theoretically, drugs interfering with thromboxane synthase and the thromboxane receptor should be more active than aspirin in preventing vascular complications in diabetic subjects and possibly in other groups of patients. In diabetes the level of protein glycation and oxidative stress appear to be important in the pathogenesis of macroangiopathic complications [9] . It has been demonstrated that free radicals are generated during the glycation of proteins [10] and that they increase peroxidation of arachidonic acid [11] . Moreover, free radicals have been shown to be able to directly induce, in vitro and in vivo, the formation of endoperoxides (F2-isoprostane and others), which directly bind to and interact with thromboxane receptors in addition to being a substrate for the endoperoxidase that follows cyclooxygenase in the biosynthetic pathway of thromboxane [12, 13] . Thus, it is possible that in hyperglycaemia, a relevant quantity of thromboxane and endoperoxides which have similar actions may be generated by-passing the cyclooxygenase step. Should these alternative pathways to thromboxane-receptor stimulation have a major pathogenetic role, blocking cyclooxygenase by administration of aspirin would clearly be less useful in diabetic subjects, especially in the case of poor control of blood glucose levels, as well as in any other condition of elevated free-radical generation. On the contrary, the inhibition of endoperoxidase would retain part, and thromboxane receptor blockade would maintain the whole of its therapeutic efficacy. This hypothesis merits careful investigation.
Are there other reasons why the undoubtedly powerful antiplatelet action of aspirin does not render this drug more effective in preventing thrombotic events, particularly in diabetic patients? The fact is that platelet aggregation is only one of several mechanisms involved in thrombogenesis. Aspirin itself also appears to have an inhibitory effect on thrombin generation which may contribute to its effectiveness; this activity is markedly reduced in hypercholesterolaemia [14] , which occurs frequently in diabetes. In diabetic as well as in non-diabetic patients with PAD, fibrinogen has been shown to be a powerful predictor of mortality [15, 16] . It plays an important role in platelet activation [17] , and high fibrinogen plasma levels in both diabetic [18] and in non-diabetic [19] subjects appear to be related to activation of thrombin generation, revealed by two markers, i. e. prothrombin fragments and D-dimer. Increased plasma levels of the latter have been reported in patients with PAD [20] , as they are predictive of the risk of cardiovascular events, and in diabetic subjects [18] . In summary there is evidence to suggest that the most effective prevention of cardiovascular complications in high-risk subjects might be represented by a combination of anti-coagulant and antiplatelet drugs. Obviously this would increase costs and the incidence of undesirable side effects, and the balance between risks and benefits should be carefully assessed. Clinical trials combining oral anticoagulants and antiplatelet drugs are underway [21] .
In fact, no definite conclusion can be drawn either for or against the efficacy of aspirin in any subgroup of diabetic patients with PAD. It is interesting that much the same evidence that led Drs. Cimminiello and Milani to debate the therapeutic value of aspirin in diabetes, has been cited by Yudkin supporting its administration [4] . Because of the long duration of prospective studies on this topic, we should not wait for the results of more trials on the effects of aspirin before we start collecting data on other drugs. A concerted effort should be made to define the therapeutic value of the various antiplatelet drugs as well as of anticoagulants and antioxidants, possibly in double-blind placebo-controlled trials. Data should be recorded with particular attention concerning the classification of patients at risk for cardiovascular disease, and particularly those with diabetes, into appropriate subgroups. An effort should also be made to take into account the known and newer risk markers, so that their diagnostic and prognostic value be clearly defined also as a guide to therapy.
